cosis has little effect upon the occurrence of a manic-depressive episode.
porary study, but a different issue would still obscure the meaning of any findings. The selection of any population of patients with thyrotoxicosis is likely to be biased against the inclusion of patients with mental illness.
Conversely, the selection of any population of patients with manic-depressive psychoses is likely to be biased in favour of patients with other handicaps, including endocrine illness.
To circumvent these difficulties a different strategy has been followed in the present study. A series of patients has been selected with recurrent manic-depressive psychoses. The course of these illnesses has been followed by the use of a routine follow-up system, and the effect of an episode of thyrotoxicosis upon the course of individual manic-depressive illnesses has been examined.
It is argued that if thyro toxicosis can precipitate manic-depressive psychoses in any patients, then it should do so in patients who have already had many such ill nesses. Conversely, if thyrotoxicosis does not precipitate manic-depressive psychoses in these patients, then it is hard to see how it could in any others.
Method
A series of patients with manic-depressive psychoses has been collected from consecutive admissions to the Professorial Unit at the Maudsley Hospital between the years 1950 and 1974. Each patient had had at least three It has long been thought that thyrotoxicosis could precipitate a manic-depressive psychoses in predisposed individuals (Dunlap and Moersh, 1935) , although the evidence for this opinion has frequently been questioned (Gibson, 1962; Michael and Gibbons, 1965) . Now that it is possible to study the effect of thyroxin on central neurotransmitters (Coulombe ci al, 1977) it has become important to know whether in fact the onset of a manic-depressive psychoses can be precipitated in this way.
Mental hospital populations have been screened for biochemical evidence of thyrotoxi cosis, and in most series this has been found in less than 1 per cent of all cases (Bursten, 1961; Bluestone, 1957; Martin, 1963) . The view that this is more than might be expected by chance must be rejected now that thyrotoxicosis has been found in 1 per cent of subjects in a popu lation survey (Tunbridge ci al, 1975) . The reported prevalence of psychiatric mor bidity in series of patients with thyrotoxicosis has varied from 1 per cent to 20 per cent (Bursten, 1961; Clower ci a!, 1969; Dunlap and Moersch, 1956; Johnson, 1928; Katzenelbogen and Luton, 1935; Kleinschmidt ci al, 1956; Lidz and Whitehorn, 1949 about each patient's mood at the time when the patient was known to be thyrotoxic. It was usually possible to be certain from the records whether the patient was depressed or hypomanic when he was thyrotoxic.
If there was un certainty, the patient was excluded from the main study but reported briefly.
Results
There were 267 patients who had had three or more manic-depressive episodes. It can be seen from Table I that most of these patients had at least six distinct affective episodes and that most of the illnesses were observed over at least fifteen years.
THYROTOXICOSIS AND THE COURSE OF MANIC-DEPRESSIVE ILLNESS
Eight of these patients were at some time treated for thyrotoxicosis. In five of these it was possible to find satisfactory evidence for this diagnosis together with a simultaneous des cription of the patient's mood. The course of the illnesses in these five patients is shown in Fig 1 . After six cycles of this illness she had six more depressive episodes without subsequent hypo mamas. Seven years before her cyclical illness she had had a partial thyroidectomy for thyrotoxicosis.
Although she felt run-down at the time, neither she nor her family dated her depressive episodes from that time. (Rosser, 1976) . She had a cyclical manic-depressive illness whose timing followed a predictable course. The depressive episodes were marked by pronounced physiological symptoms and also a marked guilt which at times reached delusional intensity. The hypomamc episodes were at times no more than a mild euphoria, although at times some disinhibition called for admission. She first became thyrotoxic at the age of 68, several weeks after discontinuing lithium. She was treated with 1131and maintained on carbimazole. She again became thyrotoxic the next year when, as before, all medication was discotitinued, this time on her initiative. She was, therefore, re admitted in a hypomanic and thyrotoxic state. On this second occasion the coincidence of her hypo mania and thyrotoxicosis can reasonably be attri buted to the withdrawal of all medication. A similar explanation may apply to her first episode of hypo mania when discontinuing lithium could have withdrawn its suppressive effect upon both her mood and her thyroid (Spaulding ci a!, 1972) .
Case5 (P.H.) has been reported in detail elsewhere
Three other patients in the series also had episodes of thyrotoxicosis but were excluded from the study, as their records were incomplete.
They are mentioned because they all had bipolar admitted to the Maudsley Hospital because of such observations are repeated in a prospective the interest of this association. Without her study of manic-depressive illness. thyrotoxicosis she might never have entered the follow-up series from which the cases were drawn.
In summary, five episodes of thyrotoxicosis did not precipitate affective episodes, while the evidence in a further three cases is equivocal. It seems that thyrotoxicosis has had little, if any, effect upon the course of the manic-depressive illnesses which have been studied. These patients all had long and severe manic-depres sive illnesses, with at least three and usually six distinct episodes. Such patients must have a marked constitutional predisposition towards developing manic-depressive illness. It seems reasonable to conclude that, if thyrotoxicosis has little effect upon affective illnesses in these patients, it will have less effect upon affective illness in patients without this manic-depressive constitution.
It is necessary now to examine the extent to which the retrospective nature of this study qualifies the conclusions which have been drawn. Although many of these patients have been seen regularly at the Maudsley Hospital since entering the follow-up system, the earliest part of their histories were frequently recon structed at the time of their first admission by interviewing relatives. It is possible that mild depressive symptoms were ignored in the face of obvious physical illness. This limitation is partly offset by the fact that doctors recon structing the earlier parts of the histories were not aware that the histories were going to be used for the present purposes. A further limit ation is that diagnoses of thyrotoxicosis were inevitably made without the use of modern biochemical investigations. The operational criteria of diagnosis and treatment at a Teaching Hospital were imposed to control the quality of the diagnoses of thyrotoxicosis, most of which were made by physicians with a particular interest in thyroid disorders. The standard of both the psychiatric and the endocrine assess ment of these patients was therefore high, and it seems unlikely that in these patients thyro toxicosis did precipitate manic-depressive psychoses. Some uncertainty must remain until
